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mmm 

5 ^mmm 

20 

li-So gp*.. M^IIMiCit^ST'j:^!^ (TSA : Tumor Specific Antigen) , ^/t 
Mjiinl^ (TAA : Tumor Associated Antigen) (D#ffi;^^'t?^-pTl^'&o 
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5 3^^11NCICDS. Rosenberg}!, t^M U >/W^-f >;5'- =^ > 2 (IL-2) 

tmzmmr^t. ^m:^^y^^tsjK^^mm(Dmm:»>mmizMLTmmmm^ 
^^-r^^-»^^*-r^ci:/0^~T^> ^KD^^-mmiz^nuNKmrn-v 
itm^^'^muij ymm^^^hmmr^ :i ^t^x^ ^ ^ t^^M^i^Tz mmm 62- 
116518 -^M) o c(D^^—mm\t. ^) y-t^ti-i >m'\^it^^~mm (lak 

10 Lymphokine Activated Killer Cell) t^^-^tifc. luAKmWt. MM 

mutzLAKWM^zit. ^m(DB!iiLm^'7fm-r^z.hiz^^mmMm. 

20 {^ffl o^zt^^^i^^ 

Mi^mzit. iL-2^mi^^rzhAKmi^ftmmm^^7om^. ±#ft.-g:> mm. 

cDiiK^ffl« IL-2 ^mnxm^^tzm'^<ko^^i^:it^m'btixi^^o $^};i-a 
m-r^^it. m^m^K-DT^^oMmmco^mz. l AKtmmo:)iE'^mmizn-r^ 
25 mmm-itm^vx^^^'^m'\±-^'m^^:iiix$>^. z(Dj:otd, lAKmrniz^^ 

- z^^Sk'Sm^mm IZMT S in vitro iMW h^\S^Zt% fg^ -^nxi^^. ^fz. 
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5 rnii. mm^mmmtiT. mpiit7)i=^)iim. mm^f^&n7-rn^\ 
n ^ (DiKmi'fm'&^T^mmm^^^^^itf^^am^-^wii'fm-^^'pti < ^±x$>^ z: t. 

F!l^«~-fe^^TM<i:?§jifficD±S*it?^^fflVifc Coley's h^i^> (1964) . 
BCG \ZX.^^^^^W. (Mathe, G., Adv. Cancer Res., 14, 1, 1971) 4oJ;U'^;i/ 
^•y h(Z;fett^lSM^C7)jg$i| (Zbar, B.,et al., J. Natl. Cancerlnst.. 48. 831, 

1971) . iz>^xm^m.^'^'^(j^^'kH-\z^^^)vn-'^ 180 mco^mmz^-t^ 

it. m^^ii^xsm.'f'mm(D^f^mz^\i^^tn:m)}mz-D\^x^< (Dm^m^rt) 
nx^fzo :zn^(Do^xtK^9iMm^mti.xm.^-^^-^nxh^^-h(Dt\.x 

^r^ic x X h D 3^ ^ ^mitu if 5 o 

Sfc. > <5'ir (Lentmus edodes) ItB^^MmZ'^m^iXmt ^ikm^ J =i 

x$)-dxb :^xim 300 ^hmfj^^ \xmmmtDnx^rzf)K ^(Dmrn^A^ 
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^^Um^m(D^mmmmmo:>mmmmyJ}^ (Sugano, N, et al., cancer Letter, 
27: 1, 1985 ; i^^J^#b, B^M^KrW^^U. 43: 178. 1990) *3ctl/x'-r h 
iyx.>M^ (Tabata, T. et al., Immunopharmacology, 24: 57, 1992 ; Hibino, et 
al., Immunopharmacology, 28: 77, 1994) U^^^^'B'^tlXl^^o 

5 

15 rLAK?Ei'i4j tit. NK-mi^^m^^j y/m-vm^^-v^uimm^Tjim'c 

20 LAKm^^m^^-t^zfV. LAKm®M^^t4^f^d6^::<h;0^^T#^ 

^mmi^mzh. ^?^^.(D\^±^m&i]t'r^i^wjzm^^^z.t:fyi-T:^^o 

D LAK^st4^i§5^^itTt>=tv^o *t^if[ia*ou y/^miz^mim^^x^^ 

XI jLL s iy.±^^ I Mtmm lis. Im 1 (r^LT 1 u siiX±X$>^:it^^^^Li.K 
*^BJCOL AKv§'l4±i?^!t^K^±. I L-2©f-^:bD(lLAK^?i^Zi^ffiLT=^J: 
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0J CD L A K ffl M^J 43 i: i;^'/ ^ CD ffl I i T J: 
15 Vie :*:%BJCOL AK?g'llJi?S^m^J«, L AKm^r^^T-S =bc^T^^;0^ e> , 

^ 5^[«-r ^ J* IC ffl V ^ o d <h # § o 



wo 00/32212 



PCT/JP99/06«« 



15 T^-So 

20 ^^H^IIcto, LAK?gt4Ji?^J^K{I^Sn^v-r^yM#:tttfci#J<h«. v-Y 

m±iziy^ ^^^m^mmi^^ -Aizmmt^'^mm^^xn^n^m^i^^^tsmi^ 

:i(Dm^^nTzmi^^miz7K^^zS'^)i^—^. yuv^T-^^rzit^'jin -> 
y—^^^^mm^n^mmim^rc\t^nu±^m3 o~5 5°c(DmLmzu-^u 
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t^izmmt. m'bnrzmm'mm^^miMiT^ztizj: d ^ym^it^tav^ 

%^nrz>^ 9^m^wi^ihm^. '^o:)^^:^^b^o:)l AK^^m^mm$>^ 
i^itLAKmim^mmMizmi^Thcki^i^'K :in^mi^. mmmLxm^t 
Lx^^Lx. i^mmizm^(Dmmx^m-r^(Df)Hm^]x^^o i^mmLxn 

10 :ioLxmh>nrz->-( ^^m^i^mtii<^^-^tsi^AK-^iim^!\^n (s^-r^ 

L AKmmiZ:^l^X I L- 2CORtD^0lzmmLX-h<^\\ 

«LTU ynnf)-^^\.AKmm^mmv. ^i^xthWM^<Dwn\zm-rTMii^^ 

15 /ef-So ?&^*f|^(^M-rx?i{I^l^T I L - 2 (it^^lS^) T'SiJ'&tj 

cm#> m^m) <D^}y/mtmzm^mm\^xLAKmmmm'r^z.t.^-^ 

mtmii^i^mmi.timnmzt-^Lxm.^m^i]\i\^x^>^\^ii^. mmm\z7^vy 
^umi.fzif.mmzm.mmw^^n(Dm)§.\t. <\ty-i ^ ^rm^w^n^m 

tLX 1 u gy 1 0 ^ U > A°Jt~ 1 m g / 1 0 ' U >/ Ni^TS. 0 , ^ b iC*?^ L 
< 1 0 - g / 1 0 ^ ij >/\°J^~ 1 0 0 /i g . ' 1 0 ^ U >7\°J4tT^ 0 , !^lZ^f^ 
L < « 1 0 ;a g 1 0 ^ U >/\°J^'- 5 0 Ai g 1 0 ^ U >7tJ*T*Oc 5fet^ifil 1 
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m 1 {i^-r^f5^*is> Mnik^(D^j>nit<Dwi^uiiizt>§m^n^^K *3i5 

i;^. lAig~2. 5mg. ^?^L < 1 0 g~ 2 5 0 ;^ g. $'-3fC^^L< 
It. 1 0 /z g~ 1 2 5 /i gTfe^c 

^ >^"'^ij {Bm. ^ji^. -^^^ym) m^^hD. -^^iz^moD^mtm. *# 
izit. zo^Amizidi^xmrn-^nxi^^^m^^m mxit. 7K jz^)i7)iu 
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1 S 2~3[Hlg^tl5i'ttT 1 01 OOmg-l OOOOmg. ^Izitf^L < it 
5 1 B 3[Hl{3^(-tT 1 0 5 00mg-5000mg, WlzU^LK'itl B 3 [Elil^i- 
tj-T 1 0 1 0 0 Omg~ 1 5 0 OmgT^^c $b!l, {^(DMPl. M^it. i^(D 

D°D^ <D Igiei tc ^ § =b CD T t) ^ :b Aj: u „ 

m-r^:ithx^^o ^"Bo^mntLx^fz \tmn^^(DWMM t lx^^m ® l 
AK-m^m^mnm^im-t^ ztizj: o > m^iz^^-r^mm^^zfy^rzit 
20 m^^m^Tzit^^L. $^^i^tmmizM-r ^mm^tzit^^ ji7.^^(Dmm'^^ 
mw.^rzit^m-r^ :it^^x^^o 

^cD*gm. m^iz'Di.^xm'&^m-^nxh^^^iHWM. m^\^iA±^mt^^o:)m 
mm^M'p-r^^it^^xt. ^tiizi^-Dxm^='7.h^i&TT^:it^^x^^. 
^bic. tR^!^m^i^^Ltzrzi^\z±m!^^tii^xtm^m?ni^. ^<om<xt 

izm^ i^om^^. 19:245-249. 198 7), iX:©Ig(Ic); 0 SilST 

^zt:^^xt^^^. znizmi^-^pMK 
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5 rzLAKmmizj;:^miimmmmm^^ m vitro {z^Di/^T^-r^;^-^©— 

^^cr muTyt-i \z^i^Tm.m-r^mff^mmT:^^mixmmmmtLxi-±. 
^ b < « Daudi mm$>^^^u Raji iifflaa^^fflT'g. o ^ X n ^mTimm 
Lrzm^mm.^m'i^'^mz^DmmL. loo-iso/xcico^'c r-^nAm±h 
15 'j^A^mm^. 5%co,i^m^izx3 iviz^i^x i--2mmmmvx^'cr 
xmrnr^o mmmmot^mmiii^Ti:^.. mm-r^mm^^i^m-t^rctt)izmvrz 

h(D^mmL. <?^A(^RPMI 1640, F-12fJ:E(DmmmiZjfRm, in^<^nfJ:ii 
^ 31 M b t) O ^ isg ffl T ^ 0 
^*116^«^PB stick 0 3lE]?^^^, 1 X 1 0 Vm 1 iC/^j;^ J; t'i^« 

20 imzmmi^Ty±-({zmm-t^. 

^fj^^UstLfz^^Mz^n^J >^1]\\X. FicoU-Conary M (s.g.= 1.077) ^ffl 

(/^fcirbfiisviix^iiritc J; 0 ^^(Dmmm^^m-r^o ^m-^ntzm-mm^ p b s 

(pH7. 4, C aiD^lSUs^^^-r) \Z^V 2^3m9t^Vrz(D-^. IX 
25 1 0 Vm nC7^j:§i;e){r±§*?^ (^^b<Ji. REM I 1640 ^itil (Gibco) IZ. 

FBS (Mfbifiim) ^irL^4^Mfj;^=^3i:i:tnA/it)(7)) »^-r^o ^n^, 

SBi&ir* («) ^3 7°C 1 5^MJiLT:n- h b/i-^ h UMtC^U, 3 7 n 
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mmmit. i x i o^~i ovmi \zmsQ-r^:itmT^Li\ 

1 - 1 0 0 /i g/m 1 \ZU^J:o\zlJUPi^o 

'J >/1Jf#MlOOAil ^rl?Jp-r5;-<hilJ:0. ^BS^^^" 1X10^ /'^xJL'-lXl 
T^j; ^' =t D 3i JC^ a6 5 :i <h Tl^^-r # ^ 0 
15 *5V^Ttt, X:7x^a7-M<i:{i. 3 Bfp1±iB(7)l&«MS^tTo7"cMBa^fgL . 

20 0 % F B s muR p M I 1640 mm\zmm-r^ (1x10 « /m 1 ) c 

x.)i\z. mmmnm\zit±m(D^mjiy i7 9-mm (LAK^ftm^mnmm 
$)^i^itmMmnmmm-^nrz^j y/^^m 1x10^ /mi~ixioe /mi 
^?^^p;f^M^.;^pt-s= m:kmmm\zitJiyj:.i7S'-mmi^mmtmmco in- 
25 Hci ^?#jDt. ^m^Mm^zitJiy 9-mmi^T&t&tmm(Dmw^'^w:^i]n 

izMibtcm. 5%coni^m^izx 37°ciz^i'^Tm^(DmrB^ m^i^^ 2~5b# 
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m(Dzt^i^i\ m^iit. iN-Hci ^muvrz^mm^-::. j^yj^^^-mm 

^^-mmiz^^ mm^^(Dmmmm^ ^ zs^mmm (d g iz^Dtkth-^n^ 
^'cx m(Dz.t^^^i\ m^i^. j:.y:i^^^-mm^mi}ULrzt^mm^n\ in- 
Hci ^»ii-Tni, m:kmm^^ib^m^tw]m(D^^T. mmBm^^mr 
10 ^:itiz^D. mm±.m^\zniii-^nrz =^cr m^-m^t^:it\zj:.Dmm\'r^ 

^m^tmm(D^^Ti:nmmm^mm-r^ :iiiiz^D. i^m±m^\ztkiii^ri 

15 tz ''Cr m^-m^-t^ :i DMiJT^^c 

LAKmcDStilCCD^'&Vi^, UT(D^ (1) {CtJ£o T^tii bfcL AK?gtt 

(cpm) -a^j^m (cpm) 
LAK^'I4%= X 100 ^ (1) 

m±Mm (cpm) ~^mmm (cpm) 

20 ^^tbl^I^^^^^ei-r^fSTt^iOS^cJi^cf^atimT^^l^lii^p 10-353927-§- 

0 - 3 5 3 9 2 S^om^lt. T^xmrn^z^ri^B^mmcD^iZ 

mmm 

^^m^i^T(Dmmm^zj:^-^<^{zmm\zm.m'r^t)^, :in^it^<^xm^ 
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mz. ^"rmm^i^u'L.. •um^^^zsum^mmLtzmm^p^iztmL. m 

miz^^-^^7fizm^Tm^^^ummim^2 o ntixm 
m<Dm 8 0 m« % 1 2^^yiy:i mwjf tu^j:.z)\zLrzo mm^^M^f^o^m 
Wii^zsmmit. um^!^^(D^Mim^'i^.-^iz±^-^^t^:f)iibnmL-rz. -ecot^. 
m^mR^!^^-^ibiz9 ox:^Ti]umLxmm^^m'^Li^^ tmmizmmvT. 
9 or {3 3 o^mimLfzo 'i^^bntzim^mM^m^e o ^yi^^m^iz^r^ 

^M^t/ffij;0iteK^2 5. 3% (a»ya«) . u-^)~mz^^-5>yn^% 

5^*f(Cci:0^>/v^M^l 9. 1% . rS^^^^^gipch-r-S) Foi 

on-Denis fi(3cfcO^'J 7x7 — 2. 6% (fiM/fii) '>-r 

^fz. iy-( ^'rm^.wmtii!^(Dmj^mmmt&sy<7^ti5 0'T:$,-orz. 

Xyl:15. 2, Ara:8. 2. Man:8. 4. Gul:39. 
4. Gal:5. 4, GlcN:12. 0. GLuUA:ll. 3„ 

mmm i r-m^nrzi^-f ^m^.wmiti^^^^mm^^^mmLrzmmizm^ 
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^!^^^A:f)^ibUjkLrz^^Mz^/-^^J >^1}QX. Ficoll-Conary (s.g. = 1.07 

^PBS (pH7. 4. C a:te^lXMg^^S-r) iciJ: 0 2 15lt7t#b;tc7)-fc,, i 
5 X 1 OVm 1 {^7^j:^cfc3(Cl 0%FB S mWiitlkm) ^iU^TcRPMl 164 

omm (Gibco) izmmi^tz. m'^ntzmmmm^^. gsmm («) ^3 
n^btiTz u >/N°54^^ 1 0 % F B s (mmtMW) ^nu^rzRp u i i64o i^m 

10 (Gibco) 1 X 1 1 i^^j:^ ^ fl#it^-&fc= 

10%FBS (#flBlfblfam) ^Snx.fcRPMI 1640i§ittl (Gibco) tC, IL 

-2^*«^2 5u/mK mmmi-^-'i^^tiTziy-f ^ ^m^i^t^th^^mm 

m^l. 10. 1 0 O^ctlJ^'l 0 0 0 g/m 1 (w;^c£^«i:-5triP^. LAKigtt 

m^mn^mm^tmLrz. 

15 9 CT^UJ^N'-l'^nT^X hyi/- h(75^>i7x;KcU >/W?JS^^i 0 0 /X 1 <h 
I L - 2ab^l'HJ=&ig^©x-1'^^a^#:JfitB#)^^trL AK^ttiiB^!|^M-^W 
1 0 0 M I t(D^m 2 0 C M I r-^7^nfco ^i^>ytJnl^2S3 > hU-JltLX. 
ij >/\°f^7?jl|gi 0 0 M 1 <i:'>-r^^M^#:rt&ttl#I^^^/j:V^iS*r^ (1 0%F 
BS (4m<tskm) ^iJUPLfzRPMl 1640igi:ffi (Gibco) ) i^SnA^to ^^V^ 
20 h^^m:^;^l§«§i>t'T3 Brs^^yUtC^Sl^TimUlg^^tTo^Cc 

i$«f^<^'J >/N°J^ (X-7x^^-m) ^-^X^P/i/^blEliRL. IXlO^Xm 

1 (Dmm-n^nv^w^mtn i o % f b s mnu r p m i i64o mmizmm l tzo 
mmm-c- ^mi'^^mmm (Daudi ^s^mm^vA^) ^io%fbs^^ 

jjPRPMI 1640 ^«4^Tt§«lt, 3s>D^m{CJ:f9lH]iRb, 10^ mm'^fzD 100 
25 ~150wCi ®^'Cr-^^PA^:^h'J'>A (New England Nuclear) ^^;!jDL. 
5%CO,i§*§§l3T 37°C(c4ol^TlB#rBli$«UfCo ^^Cr IC J; 0 Uli^ n;^c±^*aa 
PBS IZ^K) 3 M'i^m^. 1 X 10^ /ml J; 10%FBS ^Jn RPm 1 

640 mmm^izmsvrzo 
-7^ ^ny-xhzfu-h(Dm:kmmm. ^mmmm. ^mmmmo^^j^juz. 
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mO:LJllzlt ixN-HCl ^ lOO^il "To^i-aL, ^mMMmOJLJllz'.t lO'^oFBS 
ma RPMI 1640 lOOzzl T'-i^rb^aL/rc ^ LTlll^^?g|ffl -^XH^Ifl 

1. 10. 1 0 0*=tr/~l 0 0 0 M g/m 1 (7)aSc^2(^^s^O->'1'^^M^#:|a 

;^V^T. T-r^nx7s h-7°U-h^, y'U-hm'b'MmiZ^D 800 rpm T 

10 5 ^Tfmm'L-mmLrmm^'yx.jifS.^i^izmsdrz^^. 5%co,i^*§§{zT 37t:(3^ 

- h^b SOKEN-PET Z-96 IZX^O JL)l(Dt^m±m'^i^ML . 

±j£!ibfc55: (1) iZ-^^XLAKmi^WHiVrz. 
15 Ig^^^lMtMcg] KC^-To 



1 11% 

2 I L - 2 (mmmm 2 5 u/mi) 5 5 % 

4 ^^m^itmin^m (mnmm. 1 0 /xg/mo 2 0 % 

5 ^"rm^itmit,!^ im^mm : 1 0 0 ;^g/mi) 1 4 % 



0 %;t:(^LTl^/i (n;g,m^i^^"r) o 
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'^titzi^^ ^ 'rm^i^mm!^<DmmM&^ i> 5, io^3cfc^"ioo;^g / m 1 

1 0 M g /m 1 $)?>Vifl5 0 u e/m 1 CJ >/t3^1 0 ^flitC^LT 1 0 ;^ 
^^Tz:<i:;i>^'^;6^ofc„ *mjfiif3^^T2>JS#»a. mm^CDmnM^cDV >/^ft 

$>^i^t5 o~ 1 2 5 u g(Di^-( ^^m^i^miii<^^mtu-r^^tiznm-t^o 



















1 










1 3 % 


2 7 


% 


2 








1 Ug/ml) 


1 8 % 


2 8 


% 


3 








5 ag/ml) 


1 9 % 


2 9 


% 


4 


V ^ iri 






1 0 /z g/ml) 


2 1 % 


3 4 


% 


5 
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^ ' ' bevond the disclosure as filed, as indicated m the Supplemental Box {Rule 70 2(c)).** 

* Replacemenl sheets ..hich ha.e been Junushed to the receiving OjHce m response to an invitauon under Article 14 ^^f'^^^^^ 
in this report as -onginalh filed" and are not annexed to this report since they do not contain amendments (Rule 0.16 
and ~0 I 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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See supplemental sheet fcr continuation of Box 111. 1. 
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are so unc'lear that no meaningful opinion could be formed {specify): 
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I I b\ the description that no meaningful opinion could be iormed. 

no international search report has been established for said claims Nos. 
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